Background: The aim of this research was to investigate the association between job loss and the development of stroke or cardiovascular disease among middle-aged to older individuals in Korea. We also examined how this relationship was modified by gender and the nature of the job loss.
Introduction
Unemployment is a major social problem worldwide, with serious economic and health consequences for affected individuals. Job loss is an inevitable feature of the current market economy, and individuals may experience serious health consequences after job loss. For adults, unemployment and job loss are two of the most stressful life events, which can lead to decreased social status, disrupted family and social roles [1] , financial strain [2] , and loss of self-esteem [3] .
Understanding the health consequences of unemployment is important for a complete understanding of the effects of economic downturns. Unemployment is common during these downturns, especially among older workers. The relationship between unemployment and poor health has been well researched, and findings indicate that there are higher prevalence rates of physical and mental diseases and higher mortality rates among unemployed individuals [4] . Involuntary job loss is a stressful life event that has significant negative health consequences, especially among older workers [5] [6] [7] [8] . The results of one study suggest that retirement and poor mental health are related, even when retirement is voluntary and pre-planned [9] . However, other investigators found that the effects of voluntary retirement are positive, or at worst neutral, abut that involuntary retirement has negative effects [10] . Despite common beliefs that retirement, in and of itself, can have negative health effects, the adverse effects of retirement on physical health have not been satisfactorily described [11] .
A number of studies have examined the health effects of unemployment on the risk of cardiovascular disease. Some ecological study investigators reported significant associations between the unemployment rate and cardiovascular [12] and cerebrovascular mortality [13] . Authors of prospective studies have reported increased prevalence rates of hypertension [14] , coronary heart disease [15] [16] [17] [18] , and cardiovascular and cerebrovascular mortality among unemployed compared with employed workers [19, 20] . However, most of these studies assessed relatively small and younger populations or were conducted in developed Western countries. Few studies have investigated gender differences in cardiovascular risk due to unemployment or have compared differences between involuntary job loss and voluntary retirement. We considered the limitations and challenges of the broader body of available evidence and used a large sample of representative data from the Korean population. Korea is one of the most rapidly developing Asian countries. A positive relationship between unemployment and cardiovascular risk or stroke has been well demonstrated [6, [15] [16] [17] [18] [19] . However, reverse causality may have contributed to the results because workers with poor health may have disadvantages in the labor market and an increased risk of job loss (i.e., the health selection hypothesis). To assess causal relationships in more detail, we used a prospective study design and excluded individuals who retired because of health problems and individuals with cerebrovascular disease or heart problems at baseline.
The aim of this research was to determine the association between job loss and the development of stroke or cardiovascular disease among middle-aged to older individuals. A middle-aged to older worker's job loss may have deleterious effects on the cardioand cerebrovascular systems. Identifying the characteristics associated with this effect (e.g., gender differences, differences between involuntary job loss and voluntary retirement) would be helpful for the development of strategies to prevent stroke and cardiovascular disease. Therefore, we also examined how the relationship between job loss and the development of stroke or cardiovascular disease is modified by gender and the nature of the job loss.
Materials and Methods

Data collection and participants
This study used a sample derived from the first-to fourth-wave datasets of the Korean Longitudinal Study of Aging (KLoSA), conducted by the Korea Labor Institute (Seoul) and Korea Employment Institute Information Service (Seoul). The surveys were conducted in 2006, 2008, 2010, and 2012 . The original KLoSA study population was comprised of South Korean adults, aged 45 years or older, who resided in one of 15 large administrative areas. In 2006, 15 major cities and provinces were selected using stratification, and 10,000 households were randomly selected from these populations. Successful interviews were performed in 6,171 of the 10,000 selected households. A total of 10,254 subjects were surveyed. These subjects were followed up on a biennial basis until 2012.
The participants were interviewed using the Computer-Assisted Personal Interviewing method. The interviewers instructed the subjects to read the questions and then input the answers without assistance. The first set of interviews was conducted from August through December 2006, the second set from July through November 2008, the third set from October through December 2010, and the fourth set from July through December 2012. The second survey in 2008 followed up with 8,688 subjects, who represented 86.9% of the original panel; the third survey in 2010, included 7,920 subjects (77.2% of the original panel); and the fourth survey in 2012 included 7,486 subjects (73.0% of the original panel).
The KLoSA is a national public database (http://www.kli.re. kr/klosa/en/about/introduce.jsp) that includes an identification number for each participant; however, the number is not associated with any personal identifying information. The data collection system and database were designed to protect subject confidentiality. Participants were required to read and sign an agreement form before participating in the KLoSA study and to consent that their data could be used in future scientific research.
We used the following exclusion criteria: (1) We excluded 3,900 subjects who were unemployed for .1 year. Only subjects who were employed at baseline and had lost their job during the year prior to the first survey were selected from the 10,254 subjects included in the first dataset (n = 6,354). (2) After that time, a total of 1,493 subjects who experienced a change in employment status across the follow-up periods were excluded (n = 4,861). (3) We also excluded 356 subjects with cerebrovascular or cardiac disease at baseline (n = 4,505). (4) After the elimination of 505 workers who retired due to health problems, the final sample size for analysis consisted of 4,000 subjects ( Figure 1 ).
Study variables and measurements
We defined the victims of involuntary job loss as those individuals who retired before their scheduled or regular retirement age due to business closure, layoff, or family problems.
New cases of stroke and cardiovascular disease were defined as those individuals who reported physician-diagnosed stroke or cardiovascular disease on a follow-up questionnaire. The questions were, ''Since the last interview date, has a doctor told you that you had a heart attack, coronary heart disease, angina, congestive heart failure, or other heart problems?'', and ''Have you been diagnosed with stroke since the last interview date?''. The subsequent questions ''In what year and month was your stroke first diagnosed?'' and ''In what year and month was your cardiovascular disease first diagnosed?'' determined the diagnosis dates of stroke and cardiovascular disease during the follow-up period. In the case of a subject's death, the cause of death and the disease diagnosis were confirmed by interviewing one or more of the subject's family members. The date of diagnosis was also asked of all subjects affected by those diseases or their family members. The follow-up period was calculated as the difference between the date of the first survey and the date of diagnosis. In undiagnosed subjects, the follow-up period was calculated from the date of the first survey to the date of the fourth survey. If undiagnosed subjects were lost to follow-up across the second to fourth set of interviews, their follow-up period was calculated as the difference between the date of the first survey and the date of the final survey that they completed.
The KLoSA survey included questions about a wide array of characteristics. We used age, gender, income level, chronic disease diagnosis, and health behavior variables. Questions like ''Has a doctor ever told you that you have high blood pressure or hypertension?'' and ''Has a doctor ever told you that you have diabetes?'' in the first survey were used to get information about subjects' medical history of hypertension or diabetes. Income level among individuals in the study population was stratified into tertiles based on annual household income rank, with the first tertile representing the lowest level. Information about lifestyle behaviors (e.g., cigarette smoking, alcohol consumption, regular exercise, and body mass index [BMI] ) was collected during the first survey. Physical activity was categorized as regularly performed or not regularly performed. Regular exercise was defined as exercise more than twice per week, with each session lasting at least 30 minutes. Smoking habit was categorized as current smokers, ex-smokers, and nonsmokers. We defined heavy drinking as consuming at least 5 glasses of alcohol beverage in a single occasion at least 5 days in the past 30 days according to the definition provided by the Substance Abuse and Mental Health Services Administration. BMI was calculated using height and weight variables as weight/height 2 (kg/m 2 ); a BMI of $25.0 was regarded as obese, and a 25$BMI .23 was regarded as overweight according to the World Health Organization AsiaPacific guidelines [21] .
Statistical analyses
We first compared the descriptive characteristics between subjects followed up until fourth-wave and those who failed to follow up. The general and clinical characteristics of the study population were summarized. We calculated the frequencies of the baseline characteristics of the participants and compared them to each categorized variable for analysis. Cox proportional hazards models were used to evaluate the association between voluntary/ involuntary job loss and the development of stroke or cardiovascular disease. Covariates associated with the development of stroke or cardiovascular disease were determined using stepwise selection of Cox regression analysis, which identified age, hypertension, diabetes, and employment status as significant explanatory variables. Then, an advanced model was built based on clinical significance, including behavioral factors such as smoking, heavy drinking, regular exercise, and BMI, which are known as potential risk factors for stroke and cardiovascular disease. In the final model, we also adjusted for income level. Even though it was not statistically significant, socioeconomic status might be closely associated with disease development. Therefore, we employed four models: Model 1 (adjusted for age), Model 2 (adjusted for age, hypertension, and diabetes), Model 3 (adjusted for age, hypertension, diabetes, and behavioral factors including smoking, heavy drinking, regular exercise, and BMI), and Model 4 (adjusted for age, hypertension, diabetes, behavioral factors, and income level).
Two approaches were used to assess the validity of the proportional hazards assumption. First, we examined graphs of the log-minus-log-survival functions and found that the plot had parallel lines. Second, we used a time-dependent covariate to confirm proportionality and found that the time-dependent covariate was not statistically significant (p-value = 0.6423), suggesting that the hazard is reasonably constant over time. Separate analyses were performed for each outcome of interest (stroke only and cardiovascular disease only). Because the results could be modified by gender, we also performed an analysis including both genders and investigated effect modification by assessing the interaction term involving gender. Statistical analyses were performed using SAS (Version 9.22, SAS Institute, Cary, NC, USA) statistical software. A two-tailed p-value ,0.05 was considered to indicate statistical significance.
Results
We summarized the results for the final survey for respondents and non-respondents in Table 1 . Respondents and non-respondents appeared similar with respect to the distributions of general characteristics. However, the distributions of employment status and smoking habit were significantly different ( Table 1) .
The mean age (and corresponding standard deviation [SD]) of the analyzed subjects was 57.82610.66 years, and two-thirds of them were male. The proportion of smokers was 40.91% among male subjects, but female smokers were very rare ( Table 2 ). The proportion of heavy drinkers in the study population was 14.59%, and most of them were male (male, 565; female, 18). About onequarter of the study population was obese, and more than one-fifth of subjects did not exercise regularly. The frequency of hypertension was around 20% in both male and female subjects, and 10% had diabetes. The other descriptive characteristics of the study population are presented in Table 2 . Descriptive statistics subdivided by employment status are presented in Table 3 .
The results of the survival analyses are presented in Tables 4  and 5 , for male and female subjects, respectively. For both outcomes (cardiovascular disease and stroke), unadjusted and adjusted hazard ratios (with associated 95% confidence intervals [CIs] ) are presented using the Cox proportional hazard model results and the employed group as a reference. The best models for our analysis were determined using stepwise Cox regression analysis. The base model for prediction of stroke and cardiovascular disease included participants' age, history of diabetes and hypertension, and employment status (DF = 7, p-value ,0.0001); extended models added variables addressing effects of gender, income level, smoking and drinking habits, regular exercise, and BMI. The likelihood ratio chi-square statistic was used to compare the fitted model to a model without covariates, and a -2 Log Likelihood statistic showed overall significance of the set of covariates included in the final model (DF = 14, p-value ,0.0001).
We found that involuntary job loss significantly increased the risk of stroke or cardiovascular disease among male but not female subjects (male, adjusted HR = 3.560, 95% CI = 2.055-6.168, Table 4 ; female, adjusted HR = 1.864, 95% CI = 0.839-4.140, Table 5 ). Similarly, the association between voluntary retirement Table 4) . The results of analysis including both male and female subjects are summarized in Table 6 . This analysis showed that voluntary/involuntary job loss was more closely associated with the development of stroke or cardiovascular disease in males than in females, but the interaction term was not statistically significant (p-interaction = 0.1318). The risk of both stroke and cardiovascular disease for male subjects who retired voluntarily was almost 3-fold higher compared with individuals who continued to work, and it was more than 3.5 times higher for those who experienced involuntary job loss. HRs for the covariates that were adjusted in the final model are also summarized in Table 7 .
Discussion
Middle-aged to older male workers who became unemployed during the 1 year prior to the first survey had an increased risk for Table 3 . General characteristics of the study population divided by employment status at baseline. Our findings are consistent with those of previous studies. The 6-, 10-, and 18-year follow-ups of the US Health and Retirement Study examined myocardial infarction (MI) and stroke following job loss (layoff or plant closure) in workers aged $50 years. Job loss was found to be associated with stroke and MI (stroke, adjusted HR = 2.64; 95% CI = 1.01-6.94; MI, adjusted HR = 1.89, 95% CI = 0.91-3.9) [6, 22] . The results of another study of a Swedish military conscription cohort revealed that unemployment $90 days elevated the risk of coronary heart disease during the 8-year follow-up (HR = 1.24, 95% CI = 1.04-1.48) [18] . In another Swedish study based on a registry linkage of 3.4 million individuals, unemployment was found to be significantly associated with mortality from circulatory diseases, including ischemic heart disease (HR = 1.17) and stroke (HR = 1.44), during the 6-year follow-up period [20] . However, a large French occupational cohort (the GAZEL study) showed that retirement did not change the risks of coronary heart disease or stroke [23] . Cultural differences between countries and work environment might have contributed to the inconsistent findings [16] .
The results described above are from studies of populations in Western countries. Our findings indicate that the risks of stroke and cardiovascular disease associated with unemployment were much higher in Korea, which is one of the most rapidly developing Asian countries. According to statistics from the Organization for Economic Cooperation and Development countries, Korea is distinguished by low unemployment rates among adults $45 years old. In 2012, unemployment rates were 1.9% for individuals 45 to 54 years of age, 2.5% for those 55 to 64 years, and 2.1% for individuals $65 years. These rates are lower than the mean levels reported for Organization for Economic Co-operation and Development countries (6.0% [45 to 54 years], 5.7% [55 to 64 years], and 3.5% [$65 years]) [24] . The reason for this difference may be related to the low coverage rate of old-age pensions and social security systems in Korea [25] . Only 28% of all elderly people in Korea receive a basic old-age pension. Moreover, the proportion of expenditure for medical services is relatively high (almost 50% of total income) in this age group. Therefore, an older worker in Korea who leaves their job is more likely to suffer from both decreasing income and increasing health-related payments [26] . These individuals may experience considerably greater health care difficulties compared with individuals in the Western countries with better social welfare systems.
Our findings indicate that compared with voluntary retirement, involuntary job loss had more serious health effects among middleaged to older male workers. This finding is consistent with the results of a report by Gallo et al., who found that the risk of subsequent stroke was associated with involuntary job loss (adjusted HR = 2.64; 95% CI = 1.01-6.94). However, that study did not compare the differences between involuntary job loss and voluntary retirement. Involuntary job loss later in life is a stressful event that has significant adverse health and behavioral consequences, such as poorer physical function [7] , increased alcohol consumption [8] and increased risk of hospitalization due to alcohol-related disease [19, 27] , increased smoking intensity and a greater tendency to relapse [5] , and a greater risk of eventual MI and stroke [6] . Unexpected job loss in later life may have negative effects for older workers that extend beyond economic problems. Unexpected or unwanted job loss creates stress by disrupting Model 1 is adjusted for age. Model 2 is adjusted for age, hypertension, and diabetes. Model 3 is adjusted for age, hypertension, diabetes, and behavioral factors including smoking, heavy drinking, regular exercise, and BMI. extensive, careful planning and decision-making processes based on future expectations [28] . Moreover, the loss of control related to involuntary job loss may leave older workers with a sense that the circumstances affecting their lives are beyond their control [29] . For many older workers, involuntary job loss can cause substantial loss of income, the dissolution of close social interactions [30] , and the dishonor of unemployment, which may act together or alone to create stress. In our study, Model 3 was further adjusted for behavioral factors such as smoking, heavy drinking, BMI, and regular exercise, and Model 4 was adjusted for income level. Because these variables and employment status were surveyed at the same time, it is possible that these values were affected by employment. A previous study suggested that unemployment itself may affect individual health behaviors [31] . In our analysis, health behavioral factors were associated with employment status but not the risk of stroke or cardiovascular disease. On the other hand, an association between income level and risk of stroke or cardiovascular disease was statistically significant in univariate analysis, but the HR was decreased after adjusting for employment status (univariate, HR = 2.543, p-value ,.0001; Adjusting for employment status, HR = 1.611, p-value = 0.0266). These findings suggest that earning losses after job loss may be associated with a greater risk for cerebro-cardiovascular disease, but other factors caused by job loss also significantly affect the development of cerebro-cardiovascular disease. Further studies more focused on identifying causal pathways are encouraged to enhance our understanding of how unemployment increases the risk of cerebro-cardiovascular disease.
The other important finding of this study is that even voluntary retirement has large effects on the risks of stroke and cardiovascular disease. Voluntary retirement is usually a planned decision reached after ensuring financial stability. However, voluntary retirement is also associated with lifestyle changes, which could lead to distress [9] . Kim and Moen suggested that when latemidlife individuals transition into retirement, they experience a short-term post-retirement boost in morale or general satisfaction, but their long-term distress levels appear to increase [32] . Moreover, the low coverage rates of old-age pensions and social security systems in rapidly developing Asian countries might cause hardship for retirees to adapt themselves to new circumstances.
Another important finding of our study is that unemployment was more closely associated with the development of stroke or cardiovascular disease in males than in females, although the Involuntary Job Loss and Stroke or Cardiovascular Disease interaction between gender and employment status was not statistically significant. The results of a study of a single plant closing revealed that unemployment has a greater effect on depression in males compared with females [33] . Artacoz et al. also reported that unemployment had more significant effects on the mental health of males than females, and they proposed that the gender differences were related to family responsibilities and social class [34] . They suggested that gender differences in the health effects of unemployment might be due to the still existing influence of the male breadwinner-female homemaker model in older individuals. Working can itself contribute to the double burden of paid and domestic work for women. Cultural expectations about a woman's role in paid employment and unpaid work in the family may lead to lowered expectations of control and stability in work for women. Therefore, a woman may experience involuntary job loss or voluntary retirement less negatively and with fewer negative health consequences compared with men. Men tend to recognize job loss as social failure, whereas women tend to regard job loss as a chance to spend more time with their family [26] . Upon being advised to resign, women are more likely to give up their desire to work than men because they can shift their role from work to homemaker. The finding that job loss is more closely associated with stroke than cardiovascular disease is noteworthy but is somewhat difficult to interpret. This finding was also observed in the 6-year follow-up study of the US Health and Retirement Survey, which reported that involuntary job loss increased the risks for stroke 2.64-fold, but increases the risk for MI by 1.89-fold [6] . From a life course perspective, job loss may be an exceptionally stressful experience, which can provoke undesirable health outcomes that include stroke and cardiovascular disease. The effects of major life events on MI and stroke were explored in the Copenhagen City Heart Study [35] . The results suggested that major life events in adults are associated with a stroke risk with a maximum HR of 1.60 (95% CI = 1.12-2.30), whereas the HR for MI is only 1.14 (95% CI = 0.73-1.78). In this relationship, adjustment for vital exhaustion attenuated the risk for stroke by approximately 30%. The authors suggested that the increased risk for stroke associated with major life events was partly explained by vital exhaustion, which could be mediated through psychosocial factors.
The results of this study should be interpreted within the context of its limitations. First, the incidences of stroke and cardiovascular disease were measured using self-reported questionnaires. However, we conclude that assessment of diagnosed disease using selfreport is apparently not a source of major bias in our study because we examined significant life events, which are less likely to be misreported by the victims. A second limitation is that with the exception of age, gender, smoking history, BMI, exercise habit, and alcohol habit, we could not adjust for other risk factors for stroke or cardiovascular disease (e.g., family history, high-salt diet) because of data limitations. Third, because of the uneven distributions of age and gender and the low incident rates of stroke and cardiovascular disease, we had insufficient statistical power to investigate whether the risks of cardiovascular disease and stroke caused by unemployment were disproportionately present in certain socio-demographic subgroups. The problem of insufficient power was apparent in the gender stratification analysis. The estimated risk among female subjects was substantial in magnitude but statistically insignificant. Fourth, because those who experienced employment change during the follow-up period were excluded, subjects who left their job due to a health problem (including stroke or cardiovascular disease) could be excluded from the analysis. In addition, because we excluded those who had existing cerebrovascular or cardiovascular disease, there is a possibility that subjects who experienced heart problems immediately after job loss were excluded from the analysis. This could have led to over-or underestimation of risk. Moreover, the different distributions of employment status between respondents and non-respondents in the surveys could be a potential source of bias.
The present study did have some important strengths. First, it assessed a representative sample of the general Korean population. Second, to our knowledge, our study is the first to investigate the health effects of involuntary job loss in Asian countries. Third, our examination of effects modification by gender and the nature of job loss and different effects on development of stroke or cardiovascular disease may have provided a better opportunity to understand mechanisms and develop practical prevention strategy.
In conclusion, both voluntary retirement and involuntary job loss increased the risk for stroke or cardiovascular disease in middle-aged to older males. The risk associated with involuntary job loss was higher than the risk associated with voluntary retirement. Both voluntary retirement and involuntary job loss are more strongly related to the development of stroke than cardiovascular disease. We hope that these findings contribute to the establishment of a comprehensive public policy agenda aimed at promoting healthy retirement. Recognition of these patterns is important for policy makers so they can design health maintenance programs for this potentially vulnerable group. On the other hand, physicians who treat individuals who experiencing or experienced late career job loss also should pay more attention and consider their loss of employment as a risk factor for adverse vascular health outcomes, especially for stroke after male worker's involuntary job loss.
